2 on their article describing the prospective evaluation of the NETest in a cohort of 100 patients 3 . In their letter, Bodei et al. quote "…an NIH funded study evaluating the gene expression profiles of >10,000 tumours from The Cancer Genome Atlas (TCGA) database…" 1 and cite their study 3 to support this statement, but they ultimately fail to provide the claimed data. We wish to highlight that we were asked to scrutinize and comment on the data provided by Liu et al. 3 and not the entire set of data generated by the use of the NETest. We feel that this premise is indicative of how Bodei and collaborators interpreted our commentary.
In their letter, Bodei et al. list five "factual inaccuracies" 1 of our News & Views article that we wish to clarify. First, according to the correspondents, we claimed that the Response Evaluation Criteria in Solid Tumors (RECIST) always enable an accurate assessment of the progression of neuroendocrine tumours (NETs). No such statement was made 2 , and neither were we asked to express our opinion on the efficacy of RECIST in clinical practice. However, it is factually accurate that they used RECIST in their study 3 to evaluate tumour progression and compare with the results obtained with the NETest.
Second, Bodei et al. seem to imply that we recommended their data should be viewed with caution owing to intrapatient tumour heterogeneity. Given the high degree of heterogeneity of neuroendocrine neopl asia, however, we focused only on interpatient heterogeneity and indeed we suggested that the application of this test would be challenged in larger patient cohorts stratified by site, tumour type, grade and/or stage 2 . Interpatient tumour heterogeneity remains a crucial issue at different levels (clinical, genetic and circulating markers, including RNA and DNA). Bloodbased tests do not necessarily reflect the same relative proportions of tumourrelated RNA in the bloodstream as might be present in tumour cells owing to the occurrence of tumour cell anoikis or differentiation and to differences in cell volume. Their statement "Using liquid biopsy approaches, however, all clonal components are sampled" 1 is currently unrealistic 4 . Furthermore, no evidence is available to indicate whether blood and tissue samples are subject to the same sampling limitations -indeed, cancer is a dynamic entity in which the levels of both RNA transcripts and protein expression change over time. Finally, the NETest does not encompass all the possible Reply to 'Time for a change and to adopt a novel molecular genomic approach i n N ET s'
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alterations in NETs, thus limiting its potential for general application 3 . The third factual inaccuracy that Bodei et al. found in our News & Views was the statement that they did not provide sensitivity data in their study 3 . Indeed, the data presented in the study do not enable robust calculations of the sensitivity of the NETest, including negative and positive predictive values, and none of these data was openly displayed.
Fourth, they comment that our statement that patient management depends on a multidisciplinary team (MDT) approach should be applied to all cancer types and not only to patients with NETs. We agree and insist that MDTs should continue to be considered as a mainstay of the management of these patients.
Finally, Bodei and collaborators attribute to us the statement that the cost-benefit ratio of the NETest is unfavourable. No such statement is present in our News & Views 2 ; rather, we expressed our general opinion about all bloodbased molecular tests. Regardless, in the European setting of universal healthcare coverage, the cost of such assays does, unfortunately, remain an issue.
In our opinion, the critical interpretation by Bodei et al. of our commentary is factually misplaced. Unfortunately, and for reasons we do not understand, Bodei et al. failed to appreciate the overall positive vision we provided about molecular testing in neuroendocrine cancer, both upfront in the title and in the goodnews statement conclusion of our commentary 2 . We also certainly stressed the need for better work to understand the efficacy and limitations of such tests in clinical practice, but measurable advances will only be achieved when the dialogue between science and medicine is preserved. 
